Searching PAJ 



1/2 ^— v 



PATENT ABSTRACTS OF JAPAN 

(1 1 )Publication number : 2000-1 69479 

(43)Date of publication of application : 20.06.2000 

(51)IntCI. C07D498/22 

A61P 29/00 
A61P 31/12 
A61P 35/00 
A61P 37/00 
A61P 43/00 
A61K 31/553 

(71 Applicant : KYOWA HAKKO KOGYO CO LTD 

(72)Inventor : HAMANO MASAMI 
1KEDA SHUNICHI 
SHINODA TATSUYA 
NISHI TATSUYA 
MIKI ICHIRO 
MASAKI SHIGEHIRO 

(54) NF-KAPPA B ACTIVATION INHIBITOR 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain the subject 
inhibitor having an NF- K B activation inhibitory 
activity and useful as a treating agent of an 
inflammatory disease, an autoimmune disease, a virus 
disease, a cancer, etc., by containing a specific 
indolocarbazole derivative. 
SOLUTION: This NF- K B activation inihibitor 
contains a compound of formula I [R1 and R2 are 
each NHS02R3, NHC(=S)NR4R5, NHC(=0)NR6R7. 
NHC(= X)R8 or NHC(=X*)OR9. or one of R1 and R2 is 
CO(CH2)jR1 0 or the like, and another one expresses 
H, a lower alkyl, a halogen, formyl, nitro or the like). 
The compound of formula I is obtained by reacting a 
compound of formula II (Y is H or a protecting group) 
with a carboxylic acid activated ester obtained from 
R3S02CI, etc., in the presence of a base in a solvent 
such as methylene chloride, etc. 
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[5W. R'fciWiiig-i/ciJSfeor-NHSQ.R'. -N 
HC(=S)NR'R 5 . -NHC(=0)NR*R\ -NHC(=X)R* £ tclt-WCC= 
X-)0R'?rR-r*>. R , 4c5J:C !: R ^ <^)-^AS-CO(a^,) i R'^ -C 



[ taxmi ) -urn ( i > 
[ft i] 
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im&ot •) -;t; bk&l < mmmo^r-vir *) - 

IC(=S)NR 4 R $ (^tfV R'bJtVietJn— SfeBKftoT 

ik mmhL< ii#B»^fo7 v ->k*" ate i> o < 

tt^©77/H ^U*fcliH»i L < tt#ate<5>^x 
P7'J — JUT/I/^ it £31* /P. R* i R s &—W<C iiotf 

StftTit+ik ^^iL<t.t^ftOi£Sr;bzi + 
< W*SttOT !> -;t (/c/cU#BteO:7 x ~it£|£ 

fP7 , ;-i7W^^T^ (fc/dU R*4>J:0'R 

M^t>L< tt*fflft<OE«Bttr ji^*^. ate*>b< 

ik a»i>i/<tt*ai6o^-ruTy-^ m b»«>l<" 
t^uftor a&& i/ < 8*mo^fP7 
•i-^TJi-*^ *fc«aje*>b < a#atft©7 y-*7 

ikY^;U£f|t] £/ctt-NHC(=X')OR* [SM 1 . X*{2o£ 
/dLx*=0lD£**aiftOfi»T^*ib«:»< ) . atei> 

t < tt#BJftoiE«7 it y^n-f fcsjBft « b < tt#a 

4^77****11? J £ffj i>\ tfb±iW(D-Jjfr 
ot^. S^t>t <(J#S}^Og{RTit^Jt. Sl^o 

L- < MfttiSftor >; - it. gte i, < «*gj&D-xr d 
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7 »; afe h l < B#tto77 jt+^iswTV 

-*f it ^ it ; < * A ;t $ fc (ifKJft 7 it n + is fJ it ;|i * ^ ft 

1- a\ r 1 1 i r 1 2 *g E ?c -7 r ~ %(ioA r-flas 

*ft£S&SI«£err) . N, „ SR ,J f5t#. tf'tf* 

*. mzbL<{mm&oxmT)i,*)K a»tu<« 

#BJ£07 'J - it. gtek 0 < «Il^^fP7'J - 

it. B»-feL<«#a&<D7 5Jt+ju. ^7 v*»;^it$ 

7k^^/c(i««7it+iU?rftt-) £ft?) £/diOR 
10 R? glfe&b<^S}^0<g^7it 

^itJ/c^GOR 1 * (X*. tf'ttAjR. eiRTit+ik a 

&*> u< tt*a*©r v -it^/c^a^4> t < a#Bfe 

<D^f-D7V-it£3rn *3ir] €r-ig-r} , -aicai) 
a-r*BfrgeR ,, iEi*r*s) , -(CHxcHccaR'*) 
7it+^t*a*r) . -QiaxRf 9 (sc*. R"ii.*s*fc 

«*afeCD^7^P7V-it. OR 1 2 (^C*. R 22 ^*^. 

*it ^ it x «»7it=t ^it$ tcitmm tu< mmnk<or 
»;-it^T) . sr"o£4>. R'MifluiaR^ifsjmr^ 

^>) . f^'R 4 * R^*iJ:W i «filjH2R ,, *5j:C/R 
f^*. K.t0-4OSH^^L. R i *l.t7K.^. (a^7it+ 

it. catf' R ir «B?.i2R"a:ii3ii-c*^) ; ate 

hL< W*BfeOT ■> -it . ate 4> L < {.tlflfti^f 
30 P7»;-it. OR" (3:^ R I, «^i3R 2i <!:P)^r^^) 

5.t-cH..n^' R ,y {jateffi«7it+iteS'r) ^ 

>. ^it^it. JihQ. -NR i, R ,> (S^rp R 34 ii^^ 

/difS»7it+it4Rb. K , Mi*^. ffi»7it*it, 

7^. 15fii7it4it^;U/N^£ r^itj fc 

40 \%mkb i < »*a»©7 - it tj)v^ a >i^n 

T) . -OKSR**), (SCip. R ,6 a(5«7H*it?:-R-r^ 
2 OOR 3 *^-f*i /.c oT (CH ), S/c« (CH, ), *n 

Jg7it+itv»Jit >;fifi7it+;t030<D(S»7 

(5jar*^J ^/diSR ,, (S4>. R ,, «milSR ,J c!:i5«r 
&Z) imt) . -co(tH) t K 40 (SHi. dii-oOM^t 
-rftU R <0 LtB?ieK ,a igl^'C*5) . -CH(U0(CH),R 
M (^«, ut^l-60ll«?:^t. R 4, ^B»jieR ,T i|^« 
50 t?*4) . -(CHiXCHR l, CftR ,J (SC*. v(iO-50ll» 
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R 4 * fc <fc o v R 4 ' 1*8516^ t R*r* 
o) . -(OU.R" '(ftp. tiEt2^6®&tt*£U R"IS 
miW 0 £m$kTfo6) % -OKHCOO.R 4 ' (5^4*. x30 

(CQ>R 4fc ), (5^4»; R 4 *«H?SeR x, ^P)li-C*>^) 
C=C«H).R" (^*, \«0-^£&£f!tU R 4 'tti« 

fSLfttLT sWT * NT- c SSttfflg* 
[fft*Jf!2 1 -S55t(la) 10 
Ift2j 

.a 




(la) 
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3 R 3 «Ba^ipmr^^) > -NhC(=S)NR 4 R 5 

o)nr* r 7 ^^^w^ii-etitte^isisr* 

il. 30 

[IS*® 3] R^feiW 1 ^^ (a*. R*(i 

BiHStAi) r*&M3KH2Ett4>4:/ Fa**'< 
v - *Sf 9f*S fcli*oaniW5C8tS 3 ft & ft. 

[»3jaS5] lt*3I2ie«0^>!-a^^/^/-;l/S| 
[0 00 1 ] 

- 4tt«5Hf J #IMIB. NF-* Bffitiftfflg 
fpffl *WT 4 -f > F n a <fc C ft 6 

[0002] 

I*. ^i«HM)^ft44f)i^Hftt«a^ ^ffittlf so 
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D-a. TNr-/3 % 11-8. IL-2§] Ojg^iBliaJg 

S5t ■+■ [ E--b U £ 9 > (selecting ICAM-1. * VCAM-l] 6) 

(Annu. Rev- Immunol .12: 141, 1994)] . $/c. NT- fc B 

«. -eft s#^5 NF -/c Eo«{.ais*«:«^s«r 5 c <l » 

^x^ftrfc'j [-ti/tA7- - 7>F • -bii/^- * A 

D^-(Mo1.Cell. Biol. U: 259, 1991)] ; NF-k 

BOisttft* war 4 c 1 ic <fc 9 *ffigiE* j»*fl5«ca 
#4c<h#r#4£#x6ft-ct>4. 

10 00 3) 3^C. NF-*B(i, 8*0* -OUX4>ig 
i>4C£tftt£3ftTfciK &V4**M<0&~yy F 

ibrtaa^nri^ [Bfcftsas: 1431, 199 
3)] c %tc % NF-jc&Dttj$-#?K: &-M®flsiae? 

t*SCi^<. 1$«CBy >*-v0iffiIttNF-je BCc 

J:-iXrLMUX\,**>c ±frt> [rfci****- - r>F - 

*>)l 9 — • ' < -f =1* D - (fctol - Cell . Biol . 14 : 7967; 

1994)] . HF-K WDmmmtz. -m>Bmm<ommmt 

4cwnyc<D^n^:-^-{CtihF->cB + /^ F#2 's&fTffiE 
b , NF- /r BvC J: T *K^M9* Sti T I > * C <b ^ 6 
rt^4 [^-t'-^il - ^"^ • A X J Uis— (J. Immuno 
1.157: 81, 1996)] . ^/c. NF-/cB<7)fi{^5>T^4Re 
1A (p65)©r>^^>^»iAfcJ:0jffiaj^it«*W«l 

r^SCif. JS*fflI5rt tC Rel A(7)T > ^ iT > X RNA^^fe 

«5 C i ec J: 0 ^ - F x r'(7)Sfffliaof&®*:»p 
*(r * £ C £ £ 3 tir 0 [/Py-ff> y X 

- If - ^>3-*VU * Ttjy 1 ^ — • t7'*1f>fi>X 
(Proc. Natl. Acad. Sci . 90: 9901, 1993)] . NF-zcB 

[0004] mm&uf- k b ^sffitr zmmz^v z 

y^3L^7 Fr*4licB % ^ 4C ^ipl05^plOO/)5 ij >Kft 

r*. *©ss. cn6©t^7 ni7'Df7v-A 

icJrDftflldti. ffittaNF-jcB2**«*«r4. CO 

sttftra. 

[0005] Rel/^?0$i¥?5ttftSE?:Wr4f^-ic B^^ 

t4ft^*fl» ? 41 zmsfth *>ct tms $ n r o 5 [^ 

+ - * 9<4*U*stifr • *"5X hV— (J- Bi 

ol. Chera. 270: 15576, 1995)] . NF- £ BOfSt-tlttCBB 

b^^e y >wftB5R*Hsr a bams 
fens, ^fflttfesi^s. tt^-r^wfci^isaw 



(4) 
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HftS. JSSttfMS 

efl&. ysigii^jt^. ffiattttttim. 
m&mB&. mm, T^o-Awta. w-y 

Fhty>y 3 ^. SfejfilfiE. &fitfe*:lii£. MJKM. 

»S, < iRTUiJBL (restenosis). SfJfctt 

BBSS. XttB. tf-f F;*/7^^;u*tt*iJL irY r 

<ca{,Tt»&£.*jt6tifi (#B3¥7-29iseo) . 

[0006] K-252afcJ:. TBItSAr^d tl« -/ > K P 
**tt£irr & ftl=r*jr * S [&RH360-4M 

89 (US4555402)] . 20 
[0007] 
[ft3] 




K-252* 

[0008] K-252att. MMmt<DmStCtol>r 

'&mzm -> r i *s 7*a f* *^ - a c *«j < fi$ t , 

T>l/vr3Pt>-(3pn. 3. Pharmacol. 43(suppl.): 284, 
19X7)] % feP r->#fcfcffl«ft» [>W**5 - 
'*4*7 <i/t>)l- y*-* - n$ ^^>r-f>3>X(B 
iochem. Biophys. Res. Coinmun. 144: 35, 1SS7)'] , f»P 
&£t3ttftlfrir&B [ ^ r ;U - * -/ - ~ ~ PiM 40 
X>X(J. NeuroscienceS: 715, 19SS)] . tX$$> 
ffiSWWfftB [7U^-(Allerqy'43: 100, 19SSQ] , 
¥»S5MLCKfflSffffl C ^ -r iU • * 7 - Y * P .5/^ 
A- • frS* hy— (J. Bio. Chem.263: 6215, 198$)}. 
ffi£fffHfr[7 ^-7^ y*a^ - m>#»J #(Acta 

Physiol. Hunq.30: 423, 1592)]. »S^??lt»iStt 

• *'/ • ^ju-py r y-(J. Nauroc 
hcmistrv64: 1502, 1995)] V (DSt* £W"3 Z>C 

[lsr-t)l • t7 * y&> • ir^;b - Vir-fx 



15*12 0 0 0- 1 69 4 7 9 
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7W-(J. Am. Chen. Soc.117: 10413, 19£5>K-—~~ 
[0009] — K-252a0M\*l$lcmLX. yO7 A 

^FS-26036) _ ttffilnStt f 7-113027 (US487777 

6). W0BS/07045 (US49239S6)S¥] . Ifli 'h&i&ftHf ffl [W0 
94/06799 (EP630S9SA) ] . MEfl Fftffl (t#B38362.120 
3SS) . 3y>fEfW4^ A -n>«|figflgitf^ffl (¥094/02 
4S8) . (WD94/27982)-; l*g#3*?& 

ffittJR (W097/46565) . NF- JC B'J >»{l3f&ffi£ : «tt 

(8BB¥3-31923S> ««r«r&C£MGD6tlTO&. 

[00 10] 

[00 11] 

[0012] 
[ft4] 




[0013] {5^*. M&WMtn^sfciiRfr^r 

8J*BRO^fP7 y-JUTA*Af%|tr* % tfttfifi 
HT) • ~NHCC=0)NR*R 7 [^«f>. R*^J:^R 7 «g|— J/c 

^. i> L < tt#B»OT y - * (fcfc'LjlPS^OV 
xr.;|/tgfc<) , BftiKtt^gft<3[)AfD7y- 



u < it#m%cxmT)i'r^>i. a&& l < »#a& 

b b < a#BJft©7 7 ;t * ;k gl£ *> t < 5*#Bfeo 
M PT 'J -Jl/TJU^Jl/J /diSJfti L < tt#K£©7 

Bffe 6 1/ < (2#8&<!)&St 7* ^;t,£ fcfctaft 6 O < 

B^py>. nr^r 11 cs*. ? a *j:cw'ttH— 

aft t b < «*a»©7 'J - Jk g& i> L < .tt#BfeO. 

^tD7'j-;k m&i>L<mm&o7?***. i& 
mr ****** <-* a *± tdttmr*^ * w^*'^ 
r 11 £R"a^<cttoT^R^*«s^ 

r»S24i«lI3l»S«l|-r) . sr" rV 
fcMdfc a»€)Lr<«*Bft©(S«7iH 1 ^ % a&fcb 
< tt.#B»07 Y-Jk Ifefe(,< f «^t^fP7 
■/-Jk BI»4>Lr<ttlM[»07^*ik 
*£tc\UOi\a\R" kf.tv^24>Sgt*&U R 

"tt7WR*fcttOS«7ib*ib*air) *3W"] £/d*OR 
J> [5tt>. -Btt«>U<tt#fflftOfiSa7^ 
*^*/c»OK l§ (St*. ti"Mt7fcK. WR7**** a 

ft 1 1 < ti#gft<o7 y /c«g» i> l < &#afe 

(CH^.R 1 ' CS*. i£ti^GABft£XU Rf'fcbldR*: 

»r*>mBi?'&iqK?«&) . -(ch,). choicer 1 ') 

oia*ii 4 R^^oyx caR-' 1 (^*, r* * t«t?k 
m. iM7***ttcttM&t>o<a#m!it<D7 0-* 
. afts>L<tt*a»<D7»;-^ afe&i< 

«#l(H^fP7';-^. OK 12 (St*. r 22 ***^. 

Ea7^*;ui/c«giet u< wmi&or 

*) , lif'R? 8 (i^K R"J*£OTfM2t»l? , feJ:tfR 

;k colk 27 (a*. Hf'ttwaie^BUirAs) . b& 
fc v < «*a»o7 - b& {> l < tt#a*o^^ 
ayy-Jk erf' (jR4». tf'ttWEtf'iHfjr**) 
Sfcttitf'R" (iCM'. R 25 4dJ:^^*iJ9SieR ,, 4c>J:c» : K 

"£n&-cA*> «r«r] . -auiccaif'), (iW 3 . r 
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: 20- 4G>£ft£ft t, . R* 1 l* KldR 2 6 <L 

S2-CH0R 11 (5^*, R J, (Jg^te«7^+^^*T) 5r 

^b. R^^JiCFR'^te^*^. tiSir**** '>ny 

>. s^^lk -hP. -MTU 84 (^*. R ,4 »*^S 
fcafflft7^*/U*ftl/. R ,5 «4;^\ lffi»7JU*Jk 

T) . -CH(SR 36 ) 2 R , *»te»7^^*«r^ 
2 OOR 2 * ft i 4 o r (CH ), * /c(i (CH, ), ?rft 

10 T) . ~ch,r" IK*, -te 7 stcxe r R"\th y« 

?rau R i# »meRf > £n«rjy&) . -okoocoo-r 
ir l fcj:tfir J «*«feRf , *$J:afR , '4H*r* 

20 BUlER ,0 4fa|||-Cifc^ > % -4^=01(01, XR" (^*. xtdtO" 

[0014] */c. *^Hjj c t, -jftsc (la) 

[0 0 1 5] 

llto] 



30 




COaCH 3 



[0016] * a *lJ: WttH-* /ciJ^o 

"C-NHSQ» R 1 <SC4>. If ttB9E<b@*r*4) . -NHC(=S) 

5) , -nhc(=o)nh 5 r' (Stf, R*isJrc^tt-€-<i-e*iU 

x^i^VB^ti-etiSJieiimarA*) tRf] *cr 
50 ssstiiJauiHri. 



[00 17] ±ld-fl5^ (la) Tft£*l£-/> KP^7 

« v - iMf^fts tc ittommthz its fgo* 

£/c(*-NHC(.0)Ctf (5£#. I?«g5ig£f38 

±Id-flM (la) tftJh^-OFD^y- 
(00 18) ?f>(C. X&WICi:*). Jiie— S55t (I 

[00 19] 

(la) r»3H*<fc^£*4ve*ift£tt ( 1 ) fct 

Vit£to (la) it^ B ffeo^^oft^ccoc^r 
( I ) 0&SO£«fi:**l>?. ft 
#*7/U*-;k fe<fctf(8«r7;bri*S'. fifftT^n*^* 
;M<~;k GttTJl'*FJl'#JU't-WJl'. h'JiSiRT'JM 1 

iWft±/c5*7}&tt<Z>, Mxtf^^Jl/. x^k 7Pt : 
;k ^V7nt;k 7^/k YV^Jk sec-r^k 
tert- r^Jk ^>^;k ^fvr^k 

7Ut%, >fV7'Ut'»k T^k YV^ik 
sec-^Jk tert-i/^k ^>-*;k YV7SJk * 
:*^>-*;k i-x^i7"ut%, ^+>^k ^y'v-jb. 
***>k y~;k rS^k 0>-r^k ^- ^ ^ -r >• 
;k x-f :3S/JH?«:.§|-r. B««ttr^*^a. .^ft 
3^8(0. MiUy^u/ut'^, 5>^P^>^;k ^ 
^n^v+^jk >^p^:7>/k is*?u*9 *)l%fi:& 

<Eftr**~*i2. e»ss2 - 8 (omrztcttftft 

ftO. fflxtf^r-Jk TlMk YV7*P^~Jk 
>k Y V "^O^-— jU, ^ y 

-/U~;k ^t-fe-Jk ^7r~;k *>r— ^l?^ 

-7;k 7uA/Y;k 7>«;;k /*uyjk t'^o-/ 

>k \k&oyr y -A,t>)i7t(~)V£ tc&w&O'^mT y 

-Jtft*#:ij|,£ft?'. 7»i-Jk *$*&TV-Jl,#* 

^£^"3". A.fpy if-ikte^cfW-raT y — jUftjirf 
-juo^f-ory-^SjHt. tryyjk tysi^k 
t'a »;;!/. 7</ik f-x^Jk -/Sjfr/yJk Y*)T\f 
y.«k r! *■>:/>; Jk + >"^k Yv+ytf/k "*>X 



05) ttH2 0 0 0- 1 G 9 4 7 9 

10 

>k 7x**Jk 'OXt K«;;K 7"77 c ;rto<^i^; 
ys?jt,x*jk fni/;M^ik fc'pyjuy^Jk 7 
>k*, £.£88^1 54). MxtfXf-yik 7x-;b7 

n-c ^ ^fKr. asK-re ii $ ^ rua o ti ^ » jr 

Jk fcf^y^y. *.M:yxjk ^WJy. 
t»'iA N-^^^t*^7^^>rt/, Y>Ky^. YvY> 

[0020] g&fiS87Jl/*;k §^7^+^. g^j£ 

i fcttsft 0 r l - 3 tKa+k <fi.««^ 

7^t^. fi«7^n*-*^ <5«7^^+-t>7^n* 

-ty*/-tt^(5»7;u+^7 $ /7;^tk 
7»J-;l/t+-k 77 WWt-^ 

^7Jl/n^:>. (S^7^r7t^7>l/3^^7>Ur3^^>, 

fr+frimmxh*). fmT)i>^*tsT)\,^*u: ism 

7y-^<f:|5Il^r'*0. 77JK;^ + y077;^^ 

[0021] H^R^7;K;k g&7 y -/k a 

ft^fP7'i-JK SJft77^*ik Il^fPT'J- 
)\,T)llr)V. m%T*)-)l>7)l J !r~)l. &&7V-HJJ 

fi»7^*^. fcKP + 5/. (S^S7^rJ + 
^. ffi^7^r3^f>r^ri4^, {^7^3*v7^3 
+ ^7^3 + S/, 7<^7^n*^, *y£/ctt^ffif8 
7W7;/7Jla^y. 7y-Jt/^+i/, 77^ 
40 /l^+S/. ffilS7^rJ + f>^;k^;U. 

^S»7;^*;^, fi»7Aa+k fi£IS7 
jU=i + i/7;Un + v\ ffifR7il>n*>7^r3 + S>7;l'n 
7^7/lotv. ^yi/c«vffiS7;l+n-7 
^7J^+k 7V-Wv. 77^+W+y. 
fi&7* n + ^^;kt ^. ^vj fc5i^fifR7 ;b 

[0022] ft^tt ( I ) 0&gWCCf*g£*iSi£t*, 



(") 



u. 



*7*S/«5Affi3F©7Jl'*7 

r>*-^AiaiL"CWT>*-^A. f h-7>?Ji'7 

>*-^A^0JsAWf6ti. Wt$7 5>f=tJnigifC 

tt***y>. t^yi^^ttttjis". 7 5yi5rtttita 
[0023] :xtc. (t£& ( ! ) ©SiSStcoi.ri&'W 

um&ti& mut. ?U7-?T47 ■ ■ -{* 

V 



H 3 C> 

CO a CH3 

(II) 



1.VH2 0 0 0 - 1 6 9 4 7 9 

> * X — tjZ-*j {7 • i>>^i>7> (Protectiv£Jixxif>Sr-4n " 
Organic Synthesis), ^'J — >(T. W. Greene)^, x 3 

> - 9-f - 7> K • • Y>n-7j;u^f' ? K 
(John Wilev &Sons Inc.) <19S1*") ^ffll'^C 

isf&tt^V#m$tiZ>fflt SS. WfJO. KflL 
[002 4] i?il&l 

ft£#3 ( I ) 5Cfcl»T\ If&fcDW ^-l^iSQ, . -WC(- 
S)NR'R\ -MC(=Q)MSlf. -M£(=X)R'$/ctt-MIC(=X')0 
If (jS*, X XVR", R\ R 5 k Rfi R 7 . R'feJcWRTtt 

^neftB?sEii5iii-c^^) r^^it^i ( i - i ) 

[0025] 

[ftb ] 



NH > IS! R 




(I-l) 



[002 6] (^C*. >t.t**J/ctt^Pf^f^- 
50b- :/* • Y> • % - y>tyX [Pmtec 

Tive Groups in Organic Synthesis. — >(T. W. G 
reene>^\ S>3 > • '7 "J — • 7 > F • *>X -f>=» 
-**U-Yf*7 K(3ohn Wiley *Sons Inc.) (ISSI?) ] 
KI2lR(D<¥ggr& 0 . R^is^Wit-NHSaR 3 . -nhc 

(=S)NK , R\ -NHC^CON^R 7 . ^NHC(=X)R* ^ /c^-NHC(= 

x*)ok* x. x\ r', t r 1 , r*. r 7 . tfto&ifR 

[ 0 0 2 7 ] III 1 : ftStt (1-1) «. !*£i¥s-26 40 

( l I ) 4. ftfitt (II) icttLro.5-:>o^S<DR , s 
a a «■ affile £H«r**) . R'R 5 wcc=s)a 

BlSr**) . R 5 K ? NHC(=«J)ai>L<BR fr R , NCO (SMl, 

xfa^^ifB^ti^iitteiiBiiir^i) . (r* 

(III)], i/cttN-t FP*xX*vW £ K. 1- 50 



t FU-l,2,3-^>*/F V7y>. ^>^O07j;-/ 
— JU, ><9— hO^x ;l^4LRfC(=X)0H <SM». xfo 

V) ] <h/j»6(?6ft^^^^>StS14x^7 u ^i,L/<(.t 

( 1 I ) CC*ttro.5-20^SOF 'JxWiX 
xf;ly-/V7'Dt^7^>, f'Jy>. 

[0028] <t£tt ( I - 1 ) ©9%R 1 iJj:C/R , ^-NHC 

(=x)R* (xW. xbiWtt^ti-etilJiBiBIlsr* 
o) "C*Sft^« ( I - 1 a ) tt. ^<DRCKX«Kttl» 
*?i§T^C4ir#5. ft^«9 ( 1 - 1 a ) B. lt^» 
(I 1 ) t . (t^«9 (II) ec*tbro.5^2(aao(t 

(I V) 4>r, tt(t^?U>, »DU*ibA. N,N- 

yy*nr*n,Ars F«oWI4>. ft&l» ( I I ) cc*t 



13 

ottgfc<fcy{t£«! (II) (c*j^ro.5-2QS£<7>i,3 
[0029] ft^ia ( I - 1 ) ©5%R s *jJ:W*-nk 

(=S)NR f R\ -NHCC^WR'^/c^-NHCC^X')^ "(afrK 

X\ R\ R\ R\ R'4dJr6 v R'^tiengyia<!:IsI^r^ 10 

S) -Cfeofb^ta ( J - 1 b) t*. ^XOSlEigMfiec* 

isiir^cibr^^. <t^? < i - 1 b) st. ft^tt 

(I I ) iSftv^ux ?nn*jt^ n.n-^^ 
;U*;uat $ K^Ojgftg*. fk^ (ID K.*fOTo. 

n&musi*. ft£ft ( J I ) <c» 

LT0.5^M-^SMOR 4 R ! MI (£*. tffecfctftftt* 

n-ensie<!:i5)iir^^) , r^nks;*. **>J:tfR' 
a«ti«tin&£nii-cA&) * fcsxnroH (ac«f», rmj 20 
^Fieipjar*^) [ft^i3j (v) ] £si&;*i**c£ 
ec j: 9 fgs c t ? mmiy l < H0ta«&©7 ■/ - 

*JM - h ^/cttgft 1 0 < l.t^gfe<D7 »J * P U 

h^ffl5tf&&j££t. a*o-ioarc 

T\ 3-24B$Porift>tl. R'R^Mi R*R' mttcttR' C*i±<D 
gtfctt. ilS0-10O*Cr\ l-72B^fo1iT^n^o 30 

[0-030] Htt£2 

, R* % -NHC(=S)NR* R s . -NHC(=0)NR* R' . -NHC(=X)R' £ tc 
tt-NHC(=X')flR* X. X\ R\ R\ R\ R\ R\ R 

( f - 2 ) (.t. Ki^Sl &MO£ff :: FCf*6tiS. it 

(1 1 > 0W07 $ -/i^w^^/cit^cj 

[0 03 1] l?SS3 40 



U6I2 0 0 0- 1 0 9 4 7 9 

14 

-CH(CH)(CH,XR , \ ~(CH)rCHR 1 'CQR , \ -(Oi),R 
l \ -CH-CHCCHiXR'*. -CH-<CGQ ^ R ,, ) ^ . _C=C(OU>R 

ft". R 1 * , R 15 , tf\ R t *» R" » R f3 :bJ:U f R ,, tt«'l* 

"R 15 . -CHCSR"),* -CHR'\ -C0(CH,) t R'\ -CH«H> 
(CH«).R 4 \ -(OO.O#.'-0atf\ -(CK).R'\ -OtCH 

«H).r°. -cH=c(CQ,rr 6 ),i/c$i-c=c(CH,XR w 

t. u. v. w, x. v, R 8 *.. R 5 * » R 3 *. R 5 ' % R*\ 

R <1 . R 4, t r v R", R^fcJrW'^-cn^timi 

ia<hpjnr^^) r-^^ft^ ( 1 - 3) W097/465 

[0032] R 1 ^ ■fefetff €C-d:^tl^€feSOfQA«. ± 
I2X?1U^CC i . i»(DJ&<?)^a t mX \X =1 > :/ »J ^ > 
• t> ^ • h^>X7 ^ 3 >X(Com 

prehensive Orcjanic Transformations). R. C. 7Uy 
'J ( Larock) (l9S9^) ] J: 4>tf V C i ^ t: 

«*0W«|&«Er«i^*i*^ra. mux 
mm. gt^. mm. g B a B ifc; si^a-n 

[0 03 3] tt£Vl ( I ) JCW. «WKtttt*/ctt5e¥: 

Bjjca&sjhs. <t^is ( 1 ) o^^if t/ci^?. 

[0034]*/:, <b^J ( i ) fcct^O^SWCcrr 
[0035] 



15 



mm (i) 



O) 



1Vna 2 0 0 0-16947 9 
16 




C02CH 3 



1 


NHSO2CH3 


2 


N noVJg »* 2^ n 3 


3 


NHS02(CH 2 )2CH 3 


4 


NHSC>2(CH2)3CH3 


5 


NHSO^CH^TCHa 


6 


NHSO2CH2CF3 


7 


NHS0 2 — 


8 


NHS0 2 CH2— 


9 


NHSO2— ^^~CH 3 


10 


NHSOz— ^^-" F 


11 


NHS02— ^-Cl 


12 


NHSOa— ^^-Br 



[0036] 



[f<2] 




[ 0 0 3 7 J 



im3) 



(11) tfra 20 0 0-169479 

19 20 

H „ — ~ 



*1» (3) 




20 


NHCSNHCH 3 


21 


NHCSNHCH 2 CH 3 


22 


NHCSNH(CH2) 2 CH3 


23 


nh6snhch(ch 3 ) 2 


24 


NHCSNH(CH2) 3 CH 3 


25 


NHCSNHCH2CH(CH3)2 


26 


NHCSNHC(CH 3 ) 3 


27 


NHeSNH(CH2)2CH(CH 3 ) 2 


28 


NHCSNH— 


29 


NHCSNH(CH 2 ) 2 OH 


30 


NHCSNH(CH2) 2 N(CH 3 ) 2 



[0 03 8] 



[*4 ] 



(12) 2 0 0 0-16947 9 



I'l 



SKIS (4) 




31 


NHCSNH— <\ 


32 
33 


NHCSNH-^yO 
NHCSN(CH 3 )|^ 


34 


NHCSN(CH 2 CH 3 ) 2 


35 


NHCS-N^^ 


36 


NHCS~|/ \jCH 3 


37 


NHCS— n' 

\ / 



[0039] 



[«5J 



(13) 1SH2 00O-1G9 

24 



M1« (5) 



co 2 CH 3 




00 


NHCONH — ^) 


39 


NHCONH(CH 2 ) 2 OH 


40 


NHCONHOCH3 


41 


NHCONH^^^ 


42 


NHCON(CH 3 ) 2 


43 


NHCON(CH 2 CH 3 ) 2 


44 


NHCO— tf^ 


45 


/ — v 

N HCO — O 



[0 04 0] 




[00-11] 



ism 



27 



(15) 



Vim 2 0 0 0-169 4 
28 



ai« (?) 


C02CH 3 

R 


57 


O 


CD 

oo 


NHCO"^X S > 


CO 


iNnov-> \^ // 


60 


H 3 C 
NHCO— (^J 


61 


NHCO— ^^-CH 3 


62 


NHCO— (CH 2 ) 3 CH 3 


63 





[004 2) 



[.^8 1 




30 [^9] 



(17) 



31 



£13» O) 



15P32 00 0- 1 G94 7 9 




C02CH 3 



70 


OCH3 
NHCO-^ 


71 


NHCO— ^ ^-CH 2 CH 3 


72 


/=N 


73 


nhcc^Qn 


74 


NHCO-^j) 


75 


NHCO(CH 2 ) 6 CH 3 


76 




77 





[0 04 4] 




C0 2 CH 3 



{fc^fljNo. R 1 



A CH 2 OCH 3 CH=CH— 

B CH2OCH2OCH2CH3 CH2OCH2OCH2CH3 

C CH20(CH 2 )20CH 3 CH 2 0(CH2)20CH 3 



(18) 

33 

[ 0 0 4 5] :X(C imm^J: 'j*£iR£c €>:ct«ffl(C 

hmt. rujita60"££ (Fuiita6. Genes & ■ 
Oev.6: 775-787, 1992) «r#*«C LXttTOX *> tCtf'J 

C/c*>6tcc». Tftfr^. 3 x itf<B<DJurkatSBfa (t 
HSBE) £35 mm£>7W ^s/aKiasjni/fcf*. K»ft6 

+ (CMSO) ig$£J?iggl/iM£ 
^<SJ:9iC^ft]tr30»giaft. INF-a&ft&glO nq/ 10 
ml <b ft 5 J: 5 *C ^flO L r 3 6«C 30&*gil t "C &Uiia£0itt 
L/C »JBK»4LT. ffcStt*S*ftl»DMS0««*35 

sl/c. HiRt/camia*. soirwEft^hy^A (wac 

1) . 10 nW EDTA. 2 fflM ECTA O.VbS-T? b -P40. 10 
%y«;-ba->U. 1.93 ma/mV^ ^>Bt^ h »; r >i>. UrtM 
7*.-iM j—rt^JM-^-f b\ o.l ma'ml 
P-f^:*». 1 rtJy^^U^ h-Jl/ (DTT) £#t?2 

(ICPES) »fKSS (pH 7.9) lOOlilSCSSHU 4 20 

1$ ( b I -tSl (ft) ttS) T*4 *C, 12OO0@«"ClO» 

[ 0 0 4 6 ] 10 «M©»ftvy*^* A (MgCl, ) . 5 mM 
O0TT£gX,*£50 mM© h 'J *tSH (Tris-HCl) JgifM 

(pH 8.0) (Cfc hlFN-07 U^-£-ONF-kP4$£|£^J 
£#tr* '/ 3* *' Ut* K ( 1 > *10 pool. 
5.92 GRq/mlO [ r-"P] ATP£3tfl. T 4# 'J * * M"* 
K+^-tflO units^i^flnLTS|?WCC25/z l<hl//<:. 3*30 

ffl^* (%) = C (CHsoSSdu8foM»ril$) - (<t^aMffl#<2&t*Sf£) ] 

/ [ <XMSO^tf®tttt?£&) - (TNF-aW^to»<7)5fcJWfSf$) J X 100 



1-SH 200 0-169479 
34 

* 7*C. 45 jxlH f > t * > 3 > t tc . 

li 1. lnil EDTAr^/clO nM Tris-HClfctffi?& (pH 8. 
0) 5:73a l^flOL^. 1M Tris-HClMffiitt (pH 7.4) ~C 

mi Lfc7*/-*t?Dn* a a ^Sg^ u fcrgrtS 
£i£taLTS*U<J£#b/c. 2/ig//ilO*ydI 
/<ic [y 7 A>-7l/7>*4*7 m 9 Hi) tiU) £ijils£A 

uKftift. 5ooo0fer5»raM-c»&iii/fc.*JBii»*-fe 

7 7 f [ 7 7 Jl^Vy 7 A'-/ ^7 '2? (#) tt 

I?] Z-0#>tcl77MtCM1tc s 100006. 3&HO&fr 

ftsttc j: o r asflteas h&+ v =* * * u> f*» 

[004 7] 0.5 M NaCI. 10 mU DTT, 10 mM EDTA. 50S 

y Hz P — ;l/ . 7 p ^ ^ y — )l y jl - ^ 
0.1 M Tris^ClfiffiS (pH 7.5) «rlwl. 10 ma/mlO^ 
im^T^y i>^:0.3/i1. 0.035 /id/MlO^^^fg^DN 

Ai-i^ i ^ srer sftrmmmm ? nfcedHtt«a* y j 

* ? K (100 fmol/// 1) 5rl/i Ig^LTgj^WCC 

lO/i 1 i L/c^7gCC±£riR^ t/clM io«Kfei5 
^JDbt, Sfi-ClO»BI-/>+-^'<-Hy/c. C<D^ 

h y x #p->naniK43r'4%7 ^ y ;i/T * k* ■ 
g/u/c*^tt# y y * y ^y ^ py^cc j: o sm^tt 
(i6ov. l^Dccwb/c. ikimTa. y^*eatcc 

(«) t±^3] rife*. NF-/cB<h^y=i^^u^^F^ 

[004 8] 
[ftl ] 



[004 9 ] Sl^Slft^ 
[0050] 

im 1 1 ] 



RftS* (%) 



4 6 


7 3 


4 7 


9 5 


4 8 


5 4 


7 6 


9 8 


7 7 


7 4 


A 


8 7 


B 


9 7 


C 


1 05 



40 



[0051] NF-*e:7n*- jr-ffjSttfcK 50 



fc77Xi KpIF-luc©ffSSjt?rfelTtC^-. P 20l (Yat 
es, J. L.6. Nature. 313: S12-S15, 1385) CDWarllf 

f-. A^07^y> (Hvq) ilttit CrFSBRSH*. 

i. pluc2 (Tsuda. H.6. Eur. J .Haematol . 52 : 73-7 
9. 1994) ZtfMtgzlVtyWVtd&fiftZ? itf-i/n 
>t"C>l'">Va ->--fe'U5j<— 5f-pluc22?:jgb1t 
t/c, pAluc22U. p1uc22QXhol ttep7V& 4 I- OWKS 

v4o©# >; aM)jd> y t ** W 1- ^ ^- =j ^ u * f 

I- lY25 (K?'JS^2 ) . Y26 (ffi?"J§^3 ) . Y27 (12 
F'J§^4 ) . Y2S (K?'J£^5) ] *r»A-ToCiCCj: 



(10) 



35 



[0052] P-55A1' (Tuiira, T., Nucleic Acids Res. 
17: 3335-3346, 19S9) £ Sail t HincIII Tt ttKK 1/ fcBfiJt 
(t M > ^ - 7 x a y./SgE+^n^- ^-rt^NF- 

n>-/3itG : f^n^:-^-(D-5^6+14^ (Fujita, 
T.»E>. Cell, 41: 4S9-496, 19S5) -rstH <!:. pAluc2 

pir-luc^iifi5cb/c 3 ceyy'vAZ F*tieiaiat*293 

EBN* (CLOKTTCHttS?) KifAffc. 0.3 fna/mlOHY^iSttl 
foMJHWa^*^ 6TNF- a ( 10 nq/rol ) J: r> r * ^ 

7 x ^-^iSttoifcfcWIBS n/cffllSf* ( WTCMC.C4 

mtillX TNF-a (10 nq/ml) «CC <fc o"C*«»#067 
[0053] (3<K.C4jflIBa^fiJ« fcfc. NF-K BiSttQRS 



10 



15RJ 2 0 0 0- 1 6 9 4 7 9 
36 

* h:-*— W r £ r ; . c o>t&<c ctcfrh U c v4^--itf^i 

K» ( t^ttOOMSO® « £igffe-C IDOBKftfR t fc t <D£ 1 
0wlJ$ttIt/c ((t&ttOJ?^«l*iM) ft. 305*61-/ > 
+ *^-Hfc 3 lOOna'mlOTNF-a^lO/il^tjnL/c 

00. 1 DTTlrg/UclOO rMV >K24<&# "j ^ A?gtf£l 
00*1 l£5 mM^ , Jvil/y , ;> / >. 5 mM ATP. 0.067 nW D- 
il,y7x *) >*%A,tc3 n*v<£flS^y^>-^ Aj§?S300/il 

AutoLumat LBS53 (EG & GBertholcffiS!) 
/Co gR©^7 : x7- (RLU) £9JSl^ ;X 

[0054] 
[»2] 



l&^m (%) = C (CHSO^/iD€POKLL0 - «t£&&/lDtt© RLU) ] 

[ (DMSO fefjQffi £> RUJ) - (TKF- a RLU) ] x 100 



[ 0 O 5 5 ] §^(t^ft(DPMWS^r^3 ftSCflVT. 

[0056] 

[3112] 

it^*No. las* (%) 



4 6 


8 4 


4 7 


5 6 


4 8 


8 2 


7 6 


99 


7 7 


7 6 


A 


9 4 


B 


8 8 


C 


9 8 



IL-64 IL-1/3 <DM££*t-f £Pfi 



* J: (effect awe* fc/cU c*i5*-«-c*JK 

c<oisiZtcctct>e>tj:i\ thmmarnnp-nc. 12-0- 

ft s 4 -XS-r^?- h (TPA) £ 

Al„ feJ:^S x l(/f@OTP/\^liTHP-l|ffl^6^x;l/7 U 
?£Jffl 30#HMS* U /c. TNF- a £**?ggl0 nq/mliC ft 

L-lfl<Dfi09lffitt. EUSA9I5E + v h Quantikine'" (R 

[0058] 
[»3] 



[0 05 7 ] KKH3 

ii-6tiL-n80B3Basaftg»* (elisa) mmT<o x 



[0059] SB»ft^ftOffl*?«:-»4*5C*r. 

[0060] 

[ftl3] 



CO) 

37 





ffi^g (%) 






I L-6 


1 L— 1 0 


4 6 


2 1 


8 7 


4 7 


I 6 


8 7 


4 o 


Z O 


51 7 


76 


9 8 


8 7 


7 7 


1 5 


8 7 


A 


1 0 0 


>9 4 


B 


1 0 0 


8 9 


C 


I 0 0 


9 4 



[006 1 ] tmv<u sesiBaesjsgi&amre^ 

;&iKHf £2,4,6-1- y — hn^>-fe'>x^r' * >fit (tnb 
s> ( y >^ffi«rciai**c3HS) £100 inlj£rt&-5l, 
Ml/:, fMSfil S?6|rc«»:L. 3> hn-;Mi? [ 20 
y f-ArXJUiii^isF , ss Tween(S0)*^tf y >flSJsSiSI[* 
3R59 

{t£«JNo. (%) 



tfH2 0 0 0- 1 CO 47 9 

*l£-5Sf] , 5KD6D. 5ST«veai(S0)*gOy->fim8^r " 

*tfl/>.A&58¥ (?>F*t) &K£l,fc. 5»£o<*A< 
X i/p, Si Tween(SO)?: St" V >BSI8ffijfi * /c 

I 0lt 5@-en-etH£TKg4 L/c. X* y > A 

□is^uc tasus^ofixsr 5 5 bb;c sss>> 

> F , 53 Tween(SO)%^tf y >&M8iift"3: /c«« 
»ft^19*j£Ttc«#T$.d>. nx* y>A£gp 
1 gfiffl&tc. ^Jnlf.i LTm&OIOoM tnbs 

^N024%SStt(C ? 4 \fcV>-> 'J * X y- i^TSfflS© 

#>6£JS©JI3£MLm>fcB <T) — *v 

2*i£L3li>/cil (C) [(C - T) / q x 100 

(50 «WLr. (*) i t-/c. 

1 0 0 6 2 ] J3£*3i53l5e*ir. 
[0063] 
[114] 

<mg/kg x 6}] 



76 


89.7 (10) 




86.4 (30) 




91.3 (100) 




87.9 (0.3) 




44.7 (0.1) 


B 


49.1 (10) 




83.4 (30) 




90.3 (100) 


C 


89.4 (10) 



[0064 ] itisvt ( i ) £tMze>mwy.am$ti 
z £ h 6 w&uvnmt&v&m* zct * * . 

mob* /cut&s-. }£W#o^go^^tc it l xmr 

[ 0 0 6 5 ) !@N<D3MfC«ft:-9T:s. WAtfan v 



#yt^ji»TA3-A. #y f^jbtD y f 
[0066] se?ij<Di9!Ri:c*fco-c:j. mximm. 



30 

y f )A. jril/»9%^ICj:0ffl(r^tfJ:o. 
1 BftfcO 1.5- 300 »o©iSttBtfT*SWra^^-fe^ 

[0 06 7] 5/ny^«a>Ba«:*fcr>rtt. fNxtfrx 



(21) 1502 0 0 0- 1 6 9479 

40 

[0069] ft£& ( 1 > tfcti^^IIWKilF&Sft 

*£<W&. ft*. ff«««:J:»jRtt.S** h fx 
10 ^fittiI5ft-B£fcD. 0.1-20mq/kq «rl~4:@JS:-5 

r. 

[oo7o] tth. £mt^v&zmiit£fot$<kv 

-26036 SC. ft£1$Ji, kttW/024S&ClStjc34lTC> hit 

[00 7 1 ] 

(£1 5} 
Y 




C02CH 3 
H 2 



a 
b 
c 
d 

G 

I 



NH 2 
NHg 

H 

I 

CHO 
CHO 

CHjOH 

CHgOH 



NH 2 
NH 2 
H 
I 



CH=CI 



CH=CI 



CH=C! 



»-0 



COCH 3 

H 

COCH3 
COCH3 
COCH3 
COCHa 

COCH 3 

H 



i CH2OH CH2OH COCH3 

j CH2OCH2OCH2CH3 CH 2 OCH 2 OCH 2 CH 3 COCH 3 
k CH 2 OH CHzOH H 



[0072] 



50 IHJ6WJ «ISWi ft£fti 



C2) 

41 

it&Hhaffi £¥3-26036) 45.9 mq (0.0790 mmol)ON,N- 
?)[,X)\,A7 5 Fa ml)»Sift5C. h Mx^jUT S > 
0.03 mlfc.J;{>Vi/>A^)*-i^n7-/ KO.0153 ml 

{£40?*^ JUTS >*jSSfi0.1 nl*ilO;tS&fcSSt?2B$ 

£34.3 mq (67%)?ffc. 

[007 3 ] FAB-MS m/z 654 (M^l) 
'H-MJR (300 MHz, OMSO-ct) 3 1.97 (dd, 1H, 3 = 4. 10 
3, 13.4 Hz), 2.13 (s, 3H), 2.97 (s, 3H), 3.00 (s, 
3H), 3.92 (s, 3H), 4.91 (d f 1H, J = 17.6 Hz), 4. 99 
(d, Ul, J = 17.6 Hz). 6.34 (s, 1H), 7.12 (dd, 1H, 
3 = 4.3, 7.2 Hz), 7.36 (m t 1H), 7.39 (m, 1H) , 7. 88 

(d, Ul, 3 = 2.2 Hz), 7.89 (d, HI, 3 =8.4 Hz), 7.9 
1 (d, HI, 3 = 9.2 HZ). S.59 (s, 1H), 9.11 (d, 1H, 
J = 2.4 Hz), 9.54 (s, 1H), 9.63 (s, 1H). 

ft£tab(J# £¥8-26036) 39.9 mq (0.0803 mmol)0N,N- 
i>A ^;l/*A>AT I F(0.5 rol)ig3S£. h »J x^Jl/T S 20 
>o.03 ml4di;^x^>x;i/^^^^a7^ Ho. 0204 ml 

(0.215 mnol)*Jfl*. S[»r* 2RRUS# Lfc. S££aS 

ic4gkj*>\s7 i >zkign5o.oi mil-Jjox^ eschar 2 

f£i*Wt£4&2£37.4 mq (6S*0ff/c. 

[007 5 ] FAB 16 m/z 632 (Ma)' 
1 H-MvK (100 MHz, flMSO-d>) £ 1.26 (r, 3H, 3 = 7.3 
HZ), 1.30 (t, 3H, 1 =7.3 Hz), 1.97 (dd, 1H, 3 = 1. 
9, 13.9 HZ), 2.13 (s, 3H), 3.05 (q, 2H, 1 =7.3 H 
Z), 3.10 (q, 2H, 3 = 7.3 Hz), 3.33 (dd, 1H, 1 = 7. 30 
5, 13.9 Hz), 3.92 (s, 3H) , 4.90 (d, 1H, 3 = 16.9 H 
Z), 1.97 (d, 1H, 3 = 16.9 Hz), 6.32 (s, 1H), 7.11 
(dd, 1H, 3 = 4.9, 7.5 Hz), 7.37 (ra, 1H), 7.38 (m, 
1H), 7.86-7.91 (m, 3H) , S.55 (s, 1H), 9.12 (d, 1H, 

J = 2.2 Hz), 9.59 (S, 1H), 9.71(s, 1H) . 

[0076] m&m* it&m 

{t£ftb(&&? 8-26036) 39.9 mq (0.0803 mmol)*5j:tf 
l-y'U>^X)l*~)\,>?U -j 4 F 0.0242 ml (0.215 mmo 

^^)mm2tmw~mi'c\t^m^A^^ mq (?t?o 

Wc. 40 

[007 7] FAB-MS m/z 710 (M*l)" 
1 H-WdR (300 r.«z, $ 0.96 (t, 3H, 3 = 7.5 

Hz), 0.98 (t. 3H, J =7.5 Hz), 1.72-1.84 (m. 4H). 
1.97 (dd, 1H, 3 = 5.0, 13.9 Hz), 2.13 (s, 3H) , 3.0 
0-3.10 (m. 4H), 3.92 (s, 3H), 4.89 (d, 1H, J = 17. 
4 Hz). 4.98 (d.lH, 3 = 17.4 Hz), 6.36 (s. 1H) , 7.1 
1 (dd, 1H. J = 5.1. 7.3 Hz). 7.35 (m t lH). 7.J7 (m, 

1H), 7.86-7.91 (m, 3H) , 8.61 (s. 1H). 9.11 (d, 1 
H, 3 = 2.2 Hz), 9.60 (s, 1H), 9.74 (s, 1H). 

[007 8] Hte«4 il£V*4 50 
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ft£ttb(telHF 3-26036) 39.9 mq (0.0803-mnDT)l53:c>' 
l-7£>*Jl,sfciJl^n5<f F0.O279 ml (0.215 rrniol) 
J: U *te«2i Pltt^a c f t£1594?r 45. 0 mq(76?0f? 

FAB-MS m/z 733 (M+l)* 
[0 07 9]«Sel*l5 ft£&5 

fL£ttb(1t£¥3-26036) 39.9 mq (0.0503 mmol)4dJ;C v ' 
l_t ££>;01/*x;l/?a7^ K 0.0421 rol (0.215 mmo 
!)J:^^m5^2^ttt7)^rft^5^49.4 mq (72%) 

FAB-MS m/z 850 (M+l)* 
[0080] *iet*!6 ft£»6 

ft^b(?££¥8-26036) 39.9 mq (0.0303 mmol)feJ;L r 
2,2,2- F 'j7iMnx^.>7J^^^D7^ F0.023S 
ml (0.215 ramol)<fcORiG^2^l5ja0^a-Cft^6^ 
16.0 mq (25^l$/c. 
FAB-MS m/z 790 (M+l)* 

[ 00 8 1 ] mmm? it^m 

ft£tab($f£¥8-26036) 39.9 mq (0.0S03 irnnol)4oJX Y 
^<>-fe'>X;M»— F0.0275 ml (0.215 mmo!) 
J:0^fef«2i^tt<D^7f-Cit^7^55.9 mq(9Q?0f3 

FAB-MS m/z 778 (M+l)* 
[0082 ] SlteMs ft£1»S 
<t£%b$#£¥S-2603(>) 39.9 mq (0.0803 mmol^ojro* 
O-F^>^-^^07-f F42.5 mq (0.223 mmo 
l)J:y*tef«2i|5l»CD^r^t^I8^52.1 mq (8l?0 

FAB-MS m/z 806 (Mfl)' 

[ 0 0 8 3 j mmms itsws 

ft£tab(4f£¥S-26036) 39.9 mq (0.0803 mmol)fcJ:C x ' 
F;l-x>X;l/^xjl/^U^ W F37.8mq (0.198 mmo 
!)J:Djmfl2&Btl0^?ft^9£48.1 mq (7459 

FAB-MS m/z 806 (M+l)* 

[008 4] USeffilO ft&43510 
ft££*btfS£¥8-2603S) 39.9 mq (0.0803 «mol 
4-7 itt P^ytyXM^^ ^ O 7 F36.3 mq (0.1 
89 anol)J:9||jBW2iplSlO^a=rft^<3fl0^30.7 mq 

(47*)fg/e. 
FAB-MS m/z S14 (M+l)' 

[008 5 J JlSSPDii ft£1Jni 

ft^i ! K3b(1$5> i F8-26036) 39.9 mq (0.0803 mmol)4oi:C/ 
^^P^'^i^i^a-H F45.5mq (0.216 

(S3$)i#fc e 

[00 86 ] FAB-f.fc m/z 846 (M+l)* 

l H-m< (300 wiz, 8 1.92 (dd. ih, j = 4. 

3, 13.9 Hz). 2.04 (s, 3H), 3.83 (s, 3H) t 4.79 (d. 
1H, 3 = 17.6 Hz), 4.SS (d, 1H, 3 = 17.6 Hz) ,6.29 
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(S, 1H), 7.03 (dd, 1H, 3 - 4.8, 7.2 Hz), 7.10-7.17 
(ro, 2H), 7.58-7.65 (in. 4H), 7.71 (d f 1H, 3 = 2.0 

Hz), 7.75-7.S3 (m, 6H) , S.61 (S, 1H), S.9S (d, 1H, 
3 = 2.2 Hz), 10.21 (S. 1H), 10.36 (S, 1H) . 
[0 08 7]»fcP4l2 (t£»12 

ft&1S9b(E&¥8-26036) 39.9 mq (0.0803 nwol)fe<fctf 
4.7'n^\>t'>XW-i^P7-f H51.6nq (0.202 
imol)J:O*^2i0^O^ar<t^l2^65.1 mq 
(87%)i#fc. 

[008 8 ] FAB-MS Bi/z 936 (tel)* 10 
1 H-NWt (300 KHz, 0M5O-&) S 1.92 (dd, 1H, 3 = 5. 
2, 14.5 Hz) f 2.05 (s, 3H), 3.88 (S, 3H) . 4.79 (d, 
U1, 3 = 17.6 HZ), 4.88 (d, 111, 3 = 17.6 Hz) .6.28 
(s. UD, 7.03 (dd, OH, 3 = 5.2, 7.3 Hz), 7.12 (ro, 
110, 7.16 (m. 1H), 7.69-7.81 (m, 14H), 8.60 (s, 1 
H). 8.99 (d, 1H, 3 = 2.2 Hz), 10.21 (s,lH), 10.35 
(S, 1H). 

[0089] llftWl3 4t£ttl3 

{t^t&btf# £¥8-26036) 39.9 mq (0.0803 mmol)fcJ:tf 
4. 3 ^|:^>^XW-;^07^ K62.6mq (0.207 20 
nino1)J:0»W2<Ll^*I^ir'ft^ftl3^71.4 mq 
(S6%)fSfc. 

FAB-MS m/z 1029 (M+l)* 

[0090] MM^ilA itgteu 

{fc£©>b(t#;£¥8-26036) 39.9 mq (0.0803 mmol)fcJ:?>' 
2-jr- hP^>Hr>Xn^^>l/^P7-T K46.6 mq (0.210 
iiinol)J:93|]&l^ mq (5 

# if A:. 

FAB-MS m/Z 868 (Mfl)' 

[009 1 ] H«H*Il5 ft^!5 30 
ft£1fcb(1#£¥8-26036) 39.9 mq (0.0803 inmnOfcitf 
hP^>-(f>XW-^^U7^ K14.4 mq (0.200 

im«3)J:0^teW2<bTO^STlt^l5^25.7 mq 
(375.)t#/c„ 

FAB-MS m/z 868 (M+l)* 

[0 09 2] ^JfeWlft <t^B!16 
ft£t9b(£&¥- 8-26036) 39.9 mq (0.0803 imol 
4-^ hO-<>*>^>l'*iit*Pi7-f h'43.4 mq (0.196 

BK)l)J:OIII6M2iia^^rfte*16t34/2K| 
(4<flQiSfc. 40 

[0093] FAB-MS ra/z 868 (M-l)* 
'H-MJR (300 mi. UMSQ-4) $ 1.90 (dd, 1H, 1 = 4. 
7, 13.9 Hz). 2.04 (s, 3H), 3.87 (s. 3H). 4.81 (d. 
1H, J = 17.2 Hz), 4.90 (d. 1H, 3 = 17.2 Hz),6.30 
(s. 1H), 7.04 (dd, 1H, 3 = 5.1. 7.3 Hz). 7.15 (m f 
1H). 7.16 (m, 1H), 7.75-7.S1 (ro, 3H), 8.01-8.07 
(in, 4H), $.34-8.38 (m, 4H), S.59 (s, 1H).8.93 (d. 
1H, J = 2.2 HZ). 10.44 (s, 1H). 10.62 (s. 1H). 

[0094] ^SePil7 ft£4?517 

ft&&bd$£78-26036) 39.9 mq (0.0803 rorol)fcJ:C>' 50 
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4-^ M 1 ^>t>^ 4iXJUKJ--(0ri 

96 um^jy^mmiimm^iii^vit^mT^so^ mq 

(75^)?f/c 0 

[009 5 ] FAB4.6 m/z 838 (KU1)* 
1 H-NMR (400 KHz, CfcfcO-* ) 8 1-91 (dd, 1H. 3 = 5. 
1, 14:2 HZ), 2.04 (5. 3H) , 3.76 (s, 3H), 3.77 (s, 
3H), 3.88 (S, 3H). 4.77 (d, 1H, 3 - 17.3 Hz),4.S5 
(d, 1H. J = 17.3 Hz), 6.25 (s, 1H), 6.99-7.08 (ra, 
5H), 7.13 (m, lH), 7.17 (m, 1H), 7.69-7. S4 (m, 7 

H) t 8.55 (s, 1H). 8.99 (d, 1H, 3 = 2.2 Hz), 9.94 
(S, 1H), 10.10 (S. 1H). 

[0096] ^SuPfllS ft &t»lS 
Jt^ftbCJtx^ 8-26036) 39.9 mq (0.0803 mmol)4o XZ? 
2-i ~y $isl/7.)l*~)\,i?U : 7 4 h'49.3 mq (0.217 mmo 

I) cfcOKifiW2<hPtt0^iir{t^lS^63.aTiq (89S) 

FAB-MS m/z 878 (M*l)* 
[0097] Htef?«19 f t&«JI9 

(t^tSbClf £¥8-26036) 39.9 mq (0.0803 mnol)fcJ:0* 
l-i y $ lslsX)lfcr-)l?ay A F42.2 mq (0.186 mmo 
1) J: *) |gteW2i l^ao^ar ft^l9^: 52 .sma, (75%) 

[009 8] FAB-MS m/z 878 (M+l)* 
'IW*R (400 MIZ, DJSCMl) 8 1.84 (dd, 111, 3 = 4. 
9, 14.1 HZ). 1-99 (S, 3H), 3.24 (dd, 1H, 3 = 7.2, 
14.1 HZ), 3.84 (S, 3H), 4.69 (d, 1H, 3 = 17.0Hz), 
4.79 (d, 1H, 1 = 17.0 Hz), 6.17 (S, 1H) , 6.94 (dd, 

3H, 3 = 4.9, 7.2 Hz), 7.11 (m, 1H) , 7.18 (m, 1H), 

7.57-7.74 (m, 7H) , 7.85-8.11 (m, SH), 8. 47-8.49 
(m, 2H), 8.53 (5, 1H) , 9.05 (d, 1H, J = 2.2 Hz), 1 
0.22 (S, 1H), 10.35 (s, 1*0. 

[0 0 9 9] ^te^20 {t^20 
jfc^ttaCWf-fiT8-2fiO30 50.0 mq (0.0861 mmol)CON,N- 
i/j* ?)1*)II*T ^ K (1 ml)?giSCC. h 'J X*)IT 5 > 
0.03 mlfc^O'? *^ ; ;OP^/*^- h0.0265 
ml (0.189 rono1)£»lX.. Sfi"C3«H«»L/c. 
afK4QK^*Ar7 2 >*rSS0.1 ml^rJKlAc e»CCE<a"C 

«L^L<t^tt20^50.6 mq (S^ffXl. 
FAB-MS m/z 644 (K4fl)' 
[0100] I5j5uP421 (t^«921 

(t^4J5b(1$ 17^8-26036) 59.7 mq (0.120 mmol)0 N, N- 
y/?-;lt;l'A; c K(l ml)rgiS^. h 'Ji?"A7 5 > 
0.03 BlfeJ:Cfxy-ilf-*-fyi/7*- h0.036ml (0.48 

SI-JIT I W £^--rt'i§?£0.05 rol^:?J0x.$6CCSfi 
rMPURIft/ctt. *41JDArrll?l5J«:*iRl/. 

ETK^t ftiL^21^50.0 mq (62%)fi/c. 
FAB-4-6 m/z 672 (M + l)* 
[0101] XJ5PS22 ft£«322 
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ft£tab(1S£¥8-26036) 29.4 mq (0.0592 mmol)ON,N- 

0.025 mlteXtfy *~)l?aa?.tS'.t>)lJ~- h0.0203 
ml (0.143 im»l)£JjO;L gSTl.58$ra1i3#b/c., 
toi§?ffivCn-7'ne;l/7 $ >0.1 mi^flo* 5 6£ggr2 

&&Ufc£ft22£34.6mq (S47b){#/c. 
FAB-MS ra/z 700 (M+l)* 

[01021 *Sfe«23 ft£«?23 
ft£159b(15&¥ 8-26036) 29.4 mq (0.0592 mmol):b\J:t>' 10 
4 7 ? D f;U7 ^ >0.1 ml J: i )mtm22tmtW^X' 
ffc££923*:21.6 mq (52%)fi/e s 
FAB-MS m/z 700 (M+l)* 

[0 10 3] mm%24 ft£4&24 

ft£tab<3$£¥S-26036) 29.4 mq (0.0592 mmo1)fcJ:tf 

n-***T 5>0.1 mi£onfcm22±mm<D-K&x:it& 

1JJ24*41.0 mq (95*){S/c. 
FAB-MS m/z 728 (M+l)* 
[0 1 04]Ria«25 (t^25 

(t&1»b(#£3 i 8-26036) 29.4 mq (0.0592 imol)*>J:C/ 20 
W***T% >0.imlJ:OS]5BW22i|HltKO^rft 
^1*125^33.6 mq (90%)f3fc o 
FAB-MS m/Z 72S (M+l)* 
[0105] HteM26 f t£«526 

ft£l&b(1$£¥8-26036) 29.4 mq (0.0592 mmyO&Jrtf 
tert-^^7 ^ >0.1mlJ: 0HSSI»22iP)«O^ffir{fc 
£^265: 40. 3 mq (9«Qf9/c. 
FAB-MS m/z 728 (Mil)* 

[0 1 06] H*feW27 (t^27 
ft£4Jjb(1$£¥ 8-26036) 29.4 mq CO. 0592 mmf)l)fcj:0' 30 
A V 7 $ rt-7 5 >0.UnU 0 ^JuP422<h f£ija|C0^6tT'<L 
&$I27&40.4 mq (90%^? /c„ 
FAB-MS m/z 756 (M+l)* 

[6 1 07]%fcM2S (t^?28 
ft^bOJf 2^PS-26036) 29.4 mq (0.0592 mmol):bJ:tf 

>>^o^>W5>o.i mutmfmm22±mm<Dij& 

-Cft£&28£45.5 mq (crude){#/c. 
FAB-MS m/z 752 (M+l)* 

[0108] ££M29 ft£1»29 
{t£&a(#£3 I 3-26036) 53.1 mq (0.0914 mmol)ijJ:CX 40 

y-;U7 ^ >0.lmU *J3ISeW20iPlticD^rft 
£Ef29$:56.1 mq (S73)f?/c. 
FAB-MS m/z 704 (M+l)* 

[0 109 1^*^30 ft£1?!30 

ft^ftbtfSSSf 3-26036) 29.4 mq (0.0592 mmol)*5<t^' 
H.H-i/J ?)1>S- ?ls>i>TZ >0.1 ml J: 5 J3lteW22± 15 
tt^"ffirft^1}!30^32.6 mq (/XOfP/c. 
FAB-MS m/z 753 (M+l)* 
[0 11 0]2SteM31 ft£Bl31 

ft£l53bClJ£TS-26036) 29.4 mq (0.0592 mmol)fci:CX 50 
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7- V >0.1 mU ; j ^S&Wl'l^H^^ffi^teM^l^ 
38.1 mq (S4;c)f#/Co 
TAB-MS m/z 763 (M+l)* 
[0111] mtiiMX »t£«932 

ft^ttbtfSS^ 3-26036) 49.9 mq (0.100 mmo^fcjrtf 

y)ly*) )ir* >o.i »U0*SE«22<b|niaiO^ffi-Clt 

£13*32£7S.O mq (10G?0i$fc s 
FAB-MS m/z 776 (M+l)' 
[0112] *Sg«33 (t^533 

<t£#5b(1*£¥3-26036) 29.4 mq (0.0592 mmol):fc> Jtc* 
40%v yf;l7$ >.*i§«!t0. 1 ml J: 0 9itzfH22£ piUttO 
^■Cft^15533^29.l mq (73*)f#/c„ 

[0113] FAB-MS m/z 672 (M+l)* 
'H-hMR (300 MHz, DM50-<4) 8 2.03 (dd, 111, J = 5. 
1, 14.3 Hz), 2.15 (s, 311), 3.92 (s, 311), 4.39 (d, 
111, J = 17.5 HZ), 4.97 (d, W t 3 = 17.5 Hz) ,6.40 
(s, HO, 7.13 (dd, 1H, J = 5.1, 7.2 Hz), 7.34 (ra, 
111), 7.45 (ra, 1H), 7.30-7.86 (m, 2H), 7.94 (d, 111, 

3 = 2.0 Hz), 3.63 (S, 1H), 3.90 (d, U1, J = 2.0 H 
z), 9.21 (s, 1H), 9.26 (s, 1H). 

[0114] ^liW34 ffc^34 

(t^btf^^ 8-26036) 29.4 mq (0.0592 iwnoi)4oj:o r 
^x^;U7 >0.1 m}£Vmmm22t\m<Ojj&X'it£ 
#534£32.9mg (76^/c. 

[ 0 1 1 5 ] FAB-MS m/z 728 (M+l)* 
l H-NMR (300 MHz, 0U5O-4) 8 3.20-1.26 (m, 32H), 
2.03 (dd, 3H, 3 = 4.7,13.8 Hz), 2.15 (s, 3H) , 3.79 
-3.83 (ra, SH), 3.93 (s, 3H) , 4.91 (d, 1H, 3= 17.5 

Hz), 4.98 (d, 1H, 3 = 17.5 Hz), 6.42 (S, 1H), 7.1 
2 (dd, 1H, 3 =4.7, 7.0 Hz), 7.35 (m, 1H), 7.44 (m, 

1H), 7.80-7.86 (m, 2H), 7.90 (d, 1H, 3 = 2.0 Hz), 

8.62 (s, 1H), S.S9 (d, 1H, 3 = 2.0 Hz), 9.11 (S, 
1H), 9.18 (s, 1H). 

[oii 6] mmmx jt^35 

-ftnUM>(1*-£¥3-2603G) 29.4 mq (0.0592 mmol)fcJ:2>' 

o t>yoA mu i)mmm2±mmy5mx:it£fy35 

^40.6 mq (9X%)Wc„ 
FAB-MS m/z 752 (M+l)* 

[oii iimmn* it&me 

(t^5b(^?S-26036) 29.4 mq (0.0592 mmol)*><J: V 

n-> ^-iut^^>o.i m^nvm22tm£o7j&'c 

^t^%36^32.7 mq (71X)|#/c. 
FAB-».IS m/z 782 (M+l)* 

[oii 8] m&M)7 itsm? 

ft^5^b(1^¥S-26036) 29.4 mq (0.0592 mmol)i><tL v 
>l * »; > 0. 1 ml <t 0 m& W22 <h PtiCD^r S r { t^rfS 3 7 
-1:30.1 mq (67%)fi/c, 
FAB-MS m/Z 756 (M+l)' 
[0119] mfcMlS ft^3?3S 

(t^ttb(1rS 3 r i S-26036) 30.4 mq (0.0612 nnul)ON,N- 
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is* ?)\s*)U*7 £ P (l ml)ig$£. V l > ^ > 

0.030 mlteJzt/? * :^-Jb?nO*iW— h 0.0200 ml 
(0.160 rnnol)£/jQx.. £B?2£iattttl/fc, SCiBifi 
-* >0.1 ral£JjDXo 6tCSa*C2fl* 

feLitlstylSKlS.S ma (67?a)ff/c M 
TAB-MS m/z 720 (M+l)* 

[o 1 20) mmmw nsms 

<t£ttb(£ £¥8-26036) 30.4 mq (0.0612 mmal)fcj:tf 
x £ S-)l7 l >0.lmU *)mte&i3S£ffl&Vft&'Zik 10 
£C!39£20.3 mq (49$)f$/<:. 
FAB-MS ra/z 672 (M+l) # 
[0121] mMHAO ft^t»40 

ft£tabOt*&¥3-26036) 30.4 rag (0.0612 mmol)fcJ:t>* 
^ h^>7 ^>0.i mU0»e^38iP]tiO^iir^b^ 
«540£21.5 mq (55*)f£/c. 
FAB-MS m/Z 644 (M+l)* 
[0 1 22]£ttffl41 ft£0941 

ft£tab0&£¥8-26036) 49.S mq (0.100 mmol)4dJ;^ 

«; ;UT ^ >0.1 mU*}^te^3S(?:|5Jtt(7)^ii-Cft 20 
^54l£r67.4 raq (913QfSfc 0 
FAB-MS m/z 744 (M+l)* 
[0123] mmH42 lt&»42 

ft£tabOK£^S-26036) 30.4 raq (0.0612 mnol)4oi:O r 

i> J $>o.i miJ:0 3e(6W3S<LPI«o^ffirMt& 

1>9 12£26. 7 mq (68%)f!|/c. 
FAB-MS m/Z 640 (M+l)' 
[0124] Xtfeffto ffc£«M3 
{t^l^btf^^ 8-26036) 30.4 raq (0.0612 mmol):kJ:tf 

f^X^T 5 >o.i mU0ll«fei«3SiH4JI<O^rit^ 30 

1^43^:27.5 mq (653){§/c. 
FAB -MS m/z 696 (M*l)* 

[0 1 2S] JEttMu ft£«M4 

ft£#3b(1# £¥8-26036) 30.4 mq (0.0612 mnol)fcJ:tf 

t*^ y i»o.i mi J: o ^tBMisiRtto^ffir it^ft44 

£31.5 mq {72%)Wc 
FAB-MS m/z 720 (M+l)* 
[0 1 26] Hfi#l45 <t£&45 

ft£UJb(#£¥S-26036) 30.4 mq (0.0612 inmol)kJ:tf 

9 >0.1 roU *J Ji*G#l3S£ RfllO^?£'C(fc^e545 40 
4*23.6 mq (53%)f£/c. 
FAB-MS m/z 724 (M+l)* 
[0 1 27]|5SfiW46 ft£#M6 

ftS1fo(ft £¥8-26036) 50.0 mq (0.0361 mmol)0N.N- 

^/ ^twiAT ^ I'd mi>i§i«:c % v »; xf-ii/T s > 

0.03 mlfccfctf^a Y~fo9 0-7 4 K 0.0190 ml (0.198 m 
■ol)£/JDx. £S?J«HKftt//c. g£tf§?RfC40?^^ 
ibT £ >*S&0.1 ml&JjOAc ^KlSflrftHIBffL/c 
ft. *«:Jllx#rafl!l«r*6WU. HlftMETtett L ft-&1» 
46&31.5 mq (SSftffic. 50 
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[0128] FAE-MS m/z 634 (M+l)* ~ 

*H-f*« (300 KHz, CMSO-cO 5 1.88-1.92 (m. 6H), 1. 
97 (dd, 1H, J = 4.9, 13.9 Hz). 2.13 (s, 3H) , 3.92 
(s, 3H), 4.90 (d, 1H, J 17.2 Hz), 4.93 (d.lH, J 
- 17.2 Hz), 6.20 (m, 1H) ? 6.25 (m, 1H) . 6.33 (s, 1 
H) , 6.77-6.89 (m, 2H), 7.09 (dcf, 1H, J = 5.0, 7.2 
Hz), 7.63 (ra, 1H), 7.83 (d, 1H, J = 9.4 Hz), 7.87 
(d, 1H, J = 9.0 Hz), 7.99 (m, 1H), 8.51 (d, 1H, J 
= 1.5 Hz), 8.61 (S, 1H), 9.14 (d, 1H, J = 1.8 Hz) , 

10.10 (S, 1H), 1012 (s, 1H). 

[0129] *«gW47 f t£«M7 

ft&&a08£¥8-26O36) 50.0 mq (0.0861 mnol)*? JX V 
y^P7'p/\>^M^?07'f h'0.0180 ml (0.1S8 
mmol) J: «) mfcWttt HtS©#£tr(t^ft47«:44.1 mq 
(81*){f /c. 

[0130 ] FAB-MS m/z 634 (M+l)* 
l H-W*R (300 Mlz, CMSO-4) 8 0.78-0.87 (m, 8H), 1. 
80-1.92 (m, 2H), 1.96(dd, 1H, 3 = 4.8, 13.9 Hz), 
2.12 (s, 310, 3.91 (s. 3H), 4. S3 (d, 1H, J =17.5 H 
Z), 4.95 (d, 111; J = 17.5 HZ), 6.33 (S, Ul), 7. OS 
(dd, 1H, 3 = 5.0, 6.8 Hz), 7.58 (m, 1H), 7.81 (d, 
Ui t 3 = 8. 8 Hz). 7.85 (d, 111, 3 = 9.2Hz), 7.37 (m, 

UO. 8.44 (d, 1H, 3 = 1.8 Hz), 8.59 (s, UQ. 9.11 

(d, Ul,3 = 2.0 HZ), 10.30 (s, HQ. 10 34 (s, 1H). 

[0131] Hi6W48 <t^»48 
<t^aCJf ^8-26036) 50.0 mq (0.0S61 01^1)40^6^ 
i/^V^y ^>^J^'r^l/^D7 K 0.0230 ml (0.189 

mmol)J: 0^M46i|Sia(O^r'{fc^|t|4S^:47.1. mq 
(79%)^/c 0 

[0132] FA&-MS m/z 690 (Mil)* 

1 H-MiR (300 NHz, ttfeO-d.) ^ 1.73-1.93 (m, 16H) , 

2.12 (S, 3H), 2.82-2.90(m. 2H), 3.91 (s, 3H) , 4.89 
(d t 1H, 3 = 17.4 HZ), 4.96 (d, 1H, 1 - 17.4Hz), 

6.32 (s, 1H), 7.03 (dd, 1H, 3 = 5.0, 7.2 Hz), 7.60 
(m, 1H), 7.80 (d, 1H, 3 = 9.0 Hz), 7.85 (d, 1H, 3 
= 9.4 Hz), 7.88 (m, 1H), 8.46 (d, 1H.3 =2.0 Hz), 
3.59 (S. 1H), 9.U (d, 1H, J = 1.8 Hz). 9.98 (s. 

1H). 10.01 (S. 1H). 

[0133] nmm*9 it&ms 

■ft^tta(^-ft^S-26036) 50.0 mq (0.0861 mmoDfcJX* 
3-^^P^>^-^7*ti b'^^P7 >f F0.0303 ml 
(0.198 mmol)J: 0ll*feW46iia»(D^r£r<t^tt49?:4 
4.3 mq (70S0ff^l. 
FAB-HS ro/Z 746 (M+l)* 
[0 134]*feP450 lt^13950 

ft&$a(1#5H I 8-2603&) 50.0 mq (0.0861 mo^teJiV 
isZXX^yyijfctf-frZU j 4 P 0.0265 ml (0.198 
mn»l)J:0^W46iHttOA1£rfL^50^ mq 
(74%)j0/c a 

FAB-K6 m/'z 718 (M+l)* 
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[0135) mmsi itsttsi 

ft£139a08£¥S-26O36) 50.0 mq (0.0861 mmoD&Jrtf 
7x^7tfj^D7^ F0.0262 ml (0.198 mmol) J: 
J J^te(^46i(^HtC)^ar'fk^t5l51^45.2 mq(7250fS 
fc. 

FAB-MS ra/z 734 (MO)* 
[0 1 3 6] *ScP4S2 ft^52 

ft£*}Ja(1$£¥S-26036) 50.0 mq (0.0S61 mmol)fcJ:a ; 
4-^ h -1^7x^1/7-^1/^^ F-0.0303 ml (0.1 
93 mrnol)J:^^te^46iI^ft^ffiT<t^52^53.4 m 10 
q (78%)f#/c„ 
FAB-MS m/z 794 (M+l)* 
[0137] nfcM53 ffc&1$953 

ft^B&a(?#&3 1 3-26036) 50:0 mq (0.0861 aiK>l)feJ:'tf 
t FP^>t-tY^^n7^ F0.Q231 ml (0.139 mraol) 
J:0^te^46<b^IO^ar{k^53^:47.1mq (72%) 

FAB-MS ra/z 762 (M^l)* 
[0138] £Se<fl54 ft£t&54 

{t^f$Ja(1*£¥S-26036) 50.0 mq (0.OS61 mmoDfcJrtf 20 
JO'^-t-fJl'^Cl^-f F33.9 mq (0.203 mmol)J: 
W46iHS©^rit^*J 54*52.0 mq (Stt0i3fc. 
FAB-MS m/z 753 (M+l) # 
[0 1 39] 3?iftW55 {1:64*55 
ft^ftaCB-5i¥S-26036) 50.0 mq (0.0861 mmol)*i.J;i>' 
7xy+y7tf;^P7>( K 0.0274 ml (0.198 irrool) 

j:'om&M*c>tw&<oyj&^ii£m5Z55.2 mq <s«o 
fife. 

FAB-MS m/z 766 (Mil)* 

[oi4 o] m&mn it 56 30 

<t^tta(1#5>¥8-26036) 50.0 mq (0.0851 nwol)fcJ:C/ 
^yyW+^T-tf^i'P^^ F 0.0312 ml (0.198 m 
nol)J:9^IBW46iRtt0^^t^?S56«:47.8 mq (7 

FAR-MS m/z 794 (Ma)' 
[0141] K*feM57 ft^57 

ft£t$Ja(tl& : ? L 3-26036) 50.0 mq (0.0861 ramol)4$J:tf 
2-V O -f JU £ d 5 -f F 0.0195 ml (0.198 mmol)<J; QKEtt 
^46i|5jtt0^r{t^57*48.4 mq (825b)»fc. 
FAB-MS m/z 686 (M+l) # 40 
[0 142)XftMss ft £1*53 

fb&tta(f?&¥fr-2G03Q 50.0 mq (0.0861 mmol)^^^ 
2-9*7 xl>T te?)\s!7U-7<{ F 0.0244 ml (0.193 mmo 
l)<fc O^SftN46iPltS0^S'Cft^584:43.4mq (73» 

s/c 

FAB-MS m/z 746 (M+l)* 
[0 1 4 3 } 1^59 (t6^59 
ft£fta(#5V£ 8-26036) 50.0 mq (0.0861 mmol 
^>:/^i^07^ F0.0274 ml (0.198 mmot)J: OJtSfc 
W46<t|31tS0^i£rft^59Sr3S.3 mq (63*)}§fc. 50 
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FAB-HS m/z 706 (M+l)* - — ~~ 

[0144] UfcM6Q ft#8&60 

ft£fta(1$£^F3-26036) 50.0 mq (0.0861 mDDfeJzC 
X)lb Y^-i^W^ 4 F0.0247nil (0.189 nwol)J:0 
**SeN46<b|HJttO^arft^60?r53.6 mq (85*)fJ| 
fc. 

FAB-MS m/z 734 (May 

ft£&a(#£^F 8-26036) 50.0 mq (0.0861 mDl)*$<fc& 
><7 FiU-f )i>W?4 F0.0251 ml (0.189 onol)J:!)-9g 
J5eP546iI^^^a"Cft^6l^55.6 mq (8S%)f#fc 0 
FAB-f.fi m/z 734 (Mfl)* 
[0 146]3?tePfl62 ft£$962 
*t^ftatf$ £^8-26036) 50.0 mq (0.0861 mmoiyfc^O' 
4-^^;l/^C>y^;l/^P "7^ F0. 0354 ml (0.1S9 mmol) 
J:0^te^46i[5j«O^£m^62€-60.3 mq (86%) 

FAB-MS m/z SIS (M+l)* 

[0147] mmmei it&vrn 

f£^a(f$-& i P3-26036) 50.0 mq (0.0S61 imol)JdcfcO' 
Z-^fUJz^l/V J J F43.5 mq (0.198 mmol)J; 

O^)^W46i|5]t$0*?iTMt^^63^ 59. 7 raq(805O» 
fc. 

FAB-MS m/z 864 (Mfl)* 
[0148] £tfeM<»4 <fcgrf»64 
tt£Ula(1$ -£¥8-26036) 50.0 mq (0.0861 mmol)*>cfcc tf 
3-^a^>yVi^P7^ F 6. 0262 ml (0.198 nmol) 
£V^mm4i>tm$07l&Vit£ty&\*5S.7 mq (79%) 

i%tc m 

FAB -MS m/z 864 (Mfl)' 
[0149] JIJbW65 f t£«565 

{t£&a(1$£^S-26036) 50.0 mq (O.OSbl mmol)*>J:c>' 
4^P^>7^^P7-/ F43.8 mq (0.200 mmol)J: 
0 HttW46<!: ffi&<DUmV{t£m>5& GO. 9 mg(S250iS 

FAB-HS m/z 86-1 (M*l)* 
[0150] HSBPH66 ft£&66 
ft£&aOt#£¥S-26036) 50.0 mq (0.0861 mraol)4o<J:6* 

2— hP^>:/>f A^D5*f F 0.025 ml (0.1S9 ntnol) 
^^m^m46tmmOl5it:Vit^66^S7.4 mq(S4%yfi 
fc. 

FAB-WS m/z 796 (May 
[0151] XI6W67 ft£«367 

ft£*§a(1#£^S-26036) 50.0 mq (0.0861 mnol)fcJ:6 v ' 

3- ^. |«U^>7^^D7'/ F3S.8 mq (0.209 mmol)ct 
'J ^ifcf*f 46<t 0tl<D#&r (t&^67£ 49. 7 mq(73?0f£ 
fc. 

FAB-MS m/z 7% (May 
[0 152] mmMeS ft&tJ96S 

ft£ttu(l$S-T-S-26036) 50.0 mq (O.0S61 nff>l)feJX c 
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4-~ ha^>y"^il/^n^-{ H37.6 mq (0.203 mmol)J: 
'0 «teW46tHtt^at?ft^l}!6S* 50.1 mq(7350fi 

rAB-MS m/z 796 (M+l) # 
[0153] £SeW69 ft£1&69 

ft£1>1a(&£¥S-26036) 50.0 mq (0.0861 mmol)fcJ:CK 
t)l hT^ V 4 F 0.0282 ml (0.1S9 mrooDJ: 

»J *teP»46i:BttO*ftr ft£t&69* 58.1 mq(8S5©?S 

FAB-MS m/2 766 (M+l)* 10 
[0 I54]«le«70 ffc£&70 
ft^a^SH 1 8-26036) 50.0 mq (0.0861 mrol 
y^7^V-f^^P7-/ K0. 0278 ml (0.198 mmol)cfc 0 
HtSW46iH«O*ffirMb^l»70* 47.1iiiq (72*)fS 

FAB-MS m/2 766 (M+l)* 
[0 1 5 5) SSaW71 it£%71 

(t£taa(4*£ i J I 8-26036) 50.0 mq (0.0861 inmoiy&cfctf 
4-X fJls^Zslf H F0.Q273 ml (0.189 mnol) 

£>)mmn46tmmoy5&xit&mi£58.3 mq (89%) 20 

FAQ-US m/z 762 (M+l)* 
[0 1 56)Htef*l72 ft£tf*72 
ft^foaOl* 8-26036) 50.0 mq (0.0861 mmol):fo 
— AtotXX^A KisS#!37.2 mq (0.209 mmol)J: 

n nmu<>tmm<Djjmv n^wx* 38.1 mq(63%)S 

FAB-MS m/z 70S (Mil)* 
[0 1 5 7]3?JfeW73 ft£4»73 » 
ft^a(!$ft¥8-26036) 50.0 mq (0.0861 mmol):b\J:t>' 30 
-f V-^Si^y-f Jl^P^-f KSRtt37.1 mq (0.208 mmo 
1)J: 0^fie^4f> < h|5l«O^rik^73^43.9mq (72%} 

Wk. 

FAB-MS m/z 708 (M+l)' 

[o 1 5H)mmm?A n&m 

ft£1Sa(1$£¥8-2G036) 50.0 mq (0.0861 mmc>l )*><££/ 
to 9 4 F0.0212 ml (0.198 m 
irol)ct0llte[^46<i|^tfO^r'(t^74?:45.0 mq (7 
3?0f§/c« FAB -MS m/z 718 (M + 

1 ) • 40 

[0 159]^ifepj75 ft£#*75 

ffc&l&aOtSiH 1 8-26036) 50.0 mq (0.0861 mmol)fcJ:^ 
$ S 4 bZU y 4 h*0. 0323 ml (0.189 mmol)cfcO^ 
JSfeW46tl5}iO**a-:rft&%75«:52.1 mq (iO%){S/c. 
FAB-MS m/z 750 (M4l)* 
[0 1 6 0 ] mmi* ft£1}976 

ft&^b(1#£ : £S-26036) 50.3 mq (0.101 mrnol)ON,N- 
V>J : T-;htiU7 3 F (1 ml)?g?g:c. F 'ixW ^ > 
0.03 mifc i£f r »; >l 9 DD^'M- h 0.0161 ml (0.19 
OmmoD^lWX. SS"C3B:«ffUfc. 5t£?§^CC4CP£ 50 
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ft£tJ!76£59.4 mq (8S60fi/c. 
[ 0 I 6 i ] FAB-MS m/z 666 (M+l)* 

'H-hfcR (300 MHz, 060-4) S 1.95 (dd, 1H ? J --- 4. 

9, 13.9 Hz), 2.12 (s, 3H) t 3.91 (s, 3H) , 4.62-4.63 
(m, 4H), 4.87 (d, 1H, J = 17.7 Hz) , 4.95 (d,lH, 3 
- 17.7 Hz), 5.23-5.29 (m, 2H) f 5.37-5.44 (m, 2H), 
5.96-6.10 (m, 2H), 6.31 (s f 1H), 7.08 (dd, 1H, 3 

=: 4.9, 7.0 Hz), 7.49-5.56 (m, 2H), 7.82 (d, 1H, 3 

= 8.8 Hz). 7.S4 (d, 1H, 3 = S.8 Hz), 8.21 (m, 1H), 
8.56 (S,1H), 9.16 (d, 1H, 3 = 2.0 Hz), 9.65 (s, 1 

H), 9.80 (s, Ufl. 

[0 162 ] mmM77 \\£Mm 

ft^%a(1&F8-26036) 50.0 mq (0.0861 mmol)<DN,N- 
i/jt *jb&Jt,&T * F (1 ml)?§S5tC. F 'J J- ?toT ^ > 

0.03 ■i*J:CF-<>^X'*-aa*iuy- h 0.0270 ml (0. 

139 nuol)£JflJx. k Bar3B5ISH#Gfc;. &JKg?ffiCC40 

<t^77^50.9 mq (77*)l$/c 

[0163] FAR-MS m/z 766 (M+l)* 
'H-tWR (300 MHz, CMSO-4) S 1.95 (dd, 111, 3 = 4. 
8, 13.8 HZ), 2.11 (S, 311), 3.91 (S, 3H) , 4.83-4.95 

(m, 2H), 5.18 (S, 2H), 5.21 (s, 2H), 6.31 (s, 1 
H), 7.08 (dd, 1H, 3 = 1.8, 7.3 Hz), 7.31-7. 5S (m, 
12H), 7.82 (d, 1H.1 = 8. 8 Hz), 7.S4 (d, 1H, 3 = 9. 
0 Hz), 8.22 (m. 1H), 8.55 (s, 1H) , 9.l8(d, 1H, 3 = 

2.0 HZ), 9.72 (S, 1H), 9.85 (s, 1H). 

[0164] ##(Hl {t£t?$A 
WB$*SR(II)?kWftl.4g (60-65%, £}2.6 mmol)CC-rf* 
y- ^ 3 ml^ttl^S-C5^mi*b/c:. -C-CtCft^t}? 
c(1^D363-2955S8) 551 mq (1.0 mmol)<7)^ P P^^A 
(12 ml^Sfcct^a^eGOmq (2.6 nmol)^:lli^tt] 

y^A*fg?g[l50ml (1 N)5C^>ti. ^UP^ArtllltH 

50 mq (93%)ii/c. 
FAB-f>IS m/z 804 (M+l)* 

[0165] ft£E&a 10.0 q (12 mmol)i><t^^+-^ 
Jf'\s>T b"7 $>17.5 q (125 ninol)0 F »J7J^P 

fi^Kdoo mi)^85^Sji£T2W^t-t/c. Kf&igSia 

ft&13!e£5.73 q (65^)»/Co 
FAB-f-IS m/z 706 (M+l)' . 

[0 166] g^i5^*t>V^A(II)33 mq (0.15 mmo1)0 
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N.N-^y^iUt^AT ?. H?giii:5 mi:-: h v tn-h 

Ji*7.7 -f >178 mq (0.58 ninol)*fte]X.. 7^^>M?3c 
T\ £fiC305Ha«»Lfc. #£ft&t3!e. 1.0 q (1.5 
nmol)ON f N-^y^^*»l/Ar ^ KS?ft"4 ml. h l ) X? 
JlT I >1.0 ml (7.2 innol^Jz^-t'-^fc '/SxVO.S 
ml (0.46 rnnol)£JjD;L bO^Ttf^MftL fcM. 

U ft£%f£750 mq (75?=)fi/c„ 

FAB-WS m/z 683 04+1)- 10 
(0 i 6 7 ] ft^fiJf. 750 mq (1.1 mo\)0 J $ S - )l 
/?XlU*)l/*(irOffi&4Q ml£. **ft*->3R^- h V 
■>A42 mq (1.1 nrool)£JjO;L *&T30>5f«1lg}$L/£. 

Jgl£^*:**fc:££\ ?nniwt,A/y £ y-;l/(9/ 

^ = 99/l)-C«i?U {t£taq£620 mq (82*){#/Co 
FAB-MS m/z 685 (M+l)* 

[0168] ft^q. 620 mq (0.91 mmol)<7>l,2->^ 20 
P P X ^ > (9 ml)/^ ^ / - JKl rol)I^SlC, 5.1 
ttf- b h**> Y/JZS-fci&m^ ml (1 mmo 

ftU {t^h^ASQ nq(83%)ff/c. 
FAR-K5 m/z 601 (MO)* 

[0169] it&fyK 90 mq (0.15 imiol)<D ^P P*JL 
A/y^y-;l/ (5/l)?Sa"?6.0 mlCC^7>^T-X^> 30 
BS104 mq (0.45 mol)£jjn;L. iBSHr 

PP^A/^ V-ib = lO/D-CfffiRU ft£139A*:3 
7 mq (4(#)f#/c. 

[0170] FAB-MS m/z 615 (M-iy 
*H-NK« (400 Wz, CDC1,) S 2.20 (s, 3H), 2.65 (dd. 

1H. J = 4.6, 15.0 Hz). 3.33 (s. 3H), 3.49 (dd, 1 40 
H, 3 = 7.4, 15.0 Hz). 4.08 (S. 3H) , 4.32-4.66(m. 4 
H), 5.86 (s, 1H), 6.85 (dd, 1H, J = 4.6, 7.4 Hz), 
6.99 (d. 1H, J =16.1 Hz), 7.10 (m, 1H), 7.34-7.36 
(m, 2H), 7.39 (dd, 1H, J = 0.5. 8.8 Hz), 7.58-7.63 

(ra, 2H), 7.62 (d, 1H, J = 16.1 Hz), 7.72 (s, 1H) , 

7.80 (d.lH, J s 8.8 Hz), 8.57 (m, 1H) , 8.72 (s, 1 
H). 

[oiti] *«M2 it&m 

ft£1$M, 2.51 q (4.11 mmol)0iSftV^U>^at(2OO 
raOiCN.N-y -f Vy'at tlxZ-Hr* >8.8 ml (51 mmo 50 
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l)4o J: D n y * 3l< X ^ 3Ux - 7 ^2 .48HRl^6rr7^mm6^ 
D-rfiOx.. gST'2BRU}Sfft/c 0 K£%»(Ci N*g$ft 

«m«*tt«rtttt*riJ»Lfc. KB* h V 9 Area 

^P-7 h ^'7 7 ^(7PPt^A/V{?y-il/ ^. 200/ 
l)-Cf§!?U ft£tt]*2.93 q(9»0»/c 
rAB-MS m/z 727 (M)* 

[0172] IL^t 2.93 q (4.03 mm>l)^M{b^^ 
U>/-rf*-/-Jl> (3/l)Sil5l60 allOglKU 5.1Nt 
h 'J^A^ h*^Fo.6ml (3 mmol)iMA k 30»[3M 

^ = ioo/i)r-fgi?L. ffiKifwo h »J ^ ^ > 

3>0CttU ft^K5B*1.17 q (45%)f$/c tt 

[0173] FAB-MS m/z 643 (M)* 
MM#« (400 MHz, CDCL) ^ 1.30 (t, 6H f J = 7.1 H 
Z), 2.20 (s, 310, 2.41(dd, 1H, 3 = 4.9, 14.4 lb); 
3.32 (dd t 1H, J = 7.6, 14.4 Hz), 3.728 (q, 211, J = 

7.1 Hz), 3.733 (q, 2H, J = 7.1 Hz), 4.08 (s t 110. 

4.10 (S, 311), 4.81 (S, 2^, 4.83 (s, 211), 4.85 
(s, 4H), 4.91 (d, HI, J = 16.8 Hz), 4.98Cd, 1H, J 
= 16.8 Hz), 5.91 (S, 1H), 6.88 (dd, 1H, J = 4.9, 
7.6 Hz), 7.42 (d, 1H, 3 = 8.3 Hz), 7.49 (m f 2H), 
7.81 (d, 1H, 3 = 8.5 Hz), 7.90 (d,lH, .1 = 1.2 Hz), 

9.18 (d, 1H, J = 3.0 Hz). 

[0174] itSVnc 

ft^k. 802.4 mq (1.52 mnol)CO^ft^ ^ U>Sifi(40 
ml)(C^7>y r -X^*>fi56S0.5 mq (2.93 mol)*iJ: 
rj 2 -jt h^^X^y- ^2.0 ml (25 mmol)^^. 

7K?S«*ftlx/ctt, ^pp^;bAriiftftiU/c. ffltf}^ 

^77^ -(>DP**A/^ = 100/3) rflK 

ft^C^:200 mq (20^)ff /c 0 

[0175] FAB-MS m/z 643 (M)* 
'H-W* (400 MHz, OXIl,) 5 2.19 (s, 3H), 2.42 (dd, 

1H, J = 4.6, 14.3 Hz), 3.32 (dd, 1H, 3 = 7.2, 14. 
3 HZ), 3.41 (s, 3H). 3.43 (s. 3H), 3.60-3.64(ro, 4 
H), 4.09 (s, 3H), 4.17 (br s, 1H), 4.77 (s, 2H), 
4.80 (S, 2H). 4.89 (d. 1H, 3 = 16.6 Hz). 4.97 (d, 
1H, 3 = 16.6 Hz), 5.95 (br s, 1H) , 6.87(dd, 1H, 3 
= 4.6, 7.2 Hz), 7.43 (d, 1H. 3 = 8.5 Hz), 7.47 (m, 

1H), 7.53(d, 1H, 3 = 8.5 Hz), 7.85 (d, 1H, ) = S. 
5 Hz), 7.91 (S. 1H). 9.10 (s, 1H) . 

[0 176] 



£j£DNA 



(29) ^12 0 00- 1 6047 9 
55 56 
m?>4> FP*^*/-J««H*J:VCti6*»a *EW#*3 -AIEW^RW - MDNA 

& S*©ffeStS««rfllRr a C i *«r * S. EW**5 - AIEMOHHH 

rEWR^y-f-^Fj [0 177] 

KMS*i 1 - AXEJflOBWI * dSDNA [ KMft i 

E?9iS# 2 - K'SMnomm : £fil D N A * 

SEQUENCE LISTING 

<U0> KYCWfA HftKKD KCOrO CO. , LTD. 
<120> AN AOEhfT FOR INHIBITING ACTIVATION OF NF-* B 
<130> H09-1S31H1 
<140> 
<141> 
<160> 4 

<170> Patentlh Ver. 2.0 
<21Q> 1 
<211> 40 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : Synthetic DNA 
<400> 1 

qaqaaqqqaa attccqatta qctttcqqaa tttcccctct 40 
<210> 2 
<211> 54 
<232> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : Synthetic DNA 
<400> 2 

tcqacaaata aaqcaataqc atcacaaatt tcacaaataa aqcatttttt tcaa 51 
<210> 3 
<211> 54 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 3 

tqcattqaaa aaaatqcttt atttqtqaaa tttqtqatqc tattqcttta tttq 54 
<210> 4 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic UNA 
<400> 4 

tqcattctaq ttqtqqtttq tccaaacacq aqcccqqqq 39 
<210> 5 
<211> 39 
<2\2> DNA 

<2L3> Artificial Sequence 



(30) * ' 15132 0 0 0 - 1 6 9 4 7 9 

57 SS 

<223> Description of Artificial Sequence :Svnthetic m\ 
<A00> 5 

qtacccccqq actcqaqttt qqacaaacca caactaqaa 39 



(5i)mt.ci. ? mmm 

A 6 1 P 43/00 
A 6 1 K 31/553 



F I T-TJ-> (0%) 

A 6 1 K 31/00 6 4 3 D 

31/55 6 0 4 

<72):&9§£ ft* f££ 

F £ - A ) 4C072 AA03 AA06 AA07 BB04 BBOS 
CC02 CCU CE09 FF16 CG07 
GC03 GC09 UU01 
4C0S6 AA01 AA02 AA03 CB22 KttOl 

m04 miA ZB01 ZBI1 ZB26 ' " 
ZB33 ZC41 
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